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Inventive step (IS) Claims i^45 YES 
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Claims 1 - 45 meet the criteria set out in PCT Article 33(2)-(3), and possess novelty and an inventive step, because the prior art does not 
teach or fairly suggest the compounds of Formula (la), Formula (Ha), or Formula (Dla) ("salinosporamide" and "lactacystin" 
derivatives), as depicted in Claims 1, 9 and 17, respectively. In addition, the synthetic intermediates claimed in Claims 26 - 44, while 
similar to several intermediates used in making related compounds, were neither directly disclosed or fairly suggested by the prior art, 
and thereby possess novelty and an inventive step as well. Claim 45, which recites a compound that is limited by a specific 
stereoisomeric configuration, is not found in the prior art or fairly suggested by it, and so possesses novelty and an inventive step. 
Claims 1-25 are free of the prior art in part because the compounds of Formula (la), Formula (Ha) and Formula (Ilia) require the 
substituent "R 3 " at the 4-position of the pyrrolidine ring to be an alkyl, alkenyl, alkynyl, cycloalkyl, etc., while the compounds disclosed 
in the prior art have only a hydrogen atom at that site. The difference in substitution at this site is significant for the molecule's 
biological activity and its stability: as noted by authors E.J. Corey and Z.L. Wei-Dong in their article in Tetrahedron Letters, "most of 
the structural features of the [lactacystin molecule] are critical to its activity. . .the hydroxy at C(6) must be cis. . .for proteasome 
inactivation. . .removal of the methyl substituent at [the adjacent site on the ring] strongly reduces bioactivity . . .and also leads to 
chemical instability resulting from facile elimination of the hydroxyl at [the R 3 site]. . ." Corey, E., and Wei-Dong, Z., "An Efficient 
Total Synthesis of a New and Highly Active Analog of Lactacystin," Tetrahedron Letters , vol. 3941), pages 7475-7478 (Oct. 1998), at 
page 7475, especially at lines 15-19. Thus the substitution of an alkyl, alkenyl, alkynyl, or cycloalkyl group at the R 3 site on the 
pyrrolidine ring would not be anticipated or fairly suggested by compounds in the prior art which have a hydrogen atom at that site, as 
the stability and biological activity of the molecule would not be predictable as related to the known compounds; therefore, the claimed 
compounds possess novelty and an inventive step over the prior art. 

Claims 1-45 all meet the criteria set out in PCT Article 33(4), and thus satisfy the requirement for industrial applicability, because the 
subject matter claimed in Claims 1-45 can be made or used in industry. 
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The following observations on the clarity of the claims, description, and drawings or on the questions whether the claims are fully 
supported by the description, are made; 

Claims 26 - 44 are objected to under PCT Rule 66.2(a)(v) as lacking clarity under PCT Article 6 as indefinite for the following 
reason(s): Claims 26 - 44 each refer to "Scheme 2" or "Scheme 3" in the Specification, but neither Scheme is recited in the claims. 
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